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filed. Reconsideration and allowance of the claims is respectfully requested in view of the 
above amendments and the following remarks. 

..i«;™,cT* s4 and 73") stands rejected under 35 
Claim 18 (corresponding to new claims 33, 54 ana i* ) su« j 

USC § 102(b) as betas M** «*— * "^"^ 

M^c WW11C9 pasMO - °— - - (I - ° f ** ,5 ' 

referen « s sho W ft* DNA on — mBNA ^ t. -* -0 — - *■ 

than 1000 nuclide,. To one skilled i» *» ™^ -* 
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up of a few (2-20) ^ H» to antons. oligonucleotides of*. ta— «<«» 

are different torn the antisens. mRNAs of*. Goettel references. 

Additionally, applicants note to design of an antisense oligonucleotide is v*y 

, «■ mn, 71 45.50 1998) cited by the Examiner 
challenging. The AX). Branch reference (TIBS 23. « 50. ■« I 

rnoiecules" Thua the success of annsens. mRNAs in inhibiting gene evasion in Ik. 
Goette, reference does no, guaran.ee Ihe success of andsense ohgonucleoudes. The 

^eongonucleolidc is con^ementary to only a ^portion of themRNA. Applicant 

^ec^ysubnutsthatthcanuscnaeote^^ 

mti eipa,edby.hccitedreferenee. Tfe^^ 

new claims. 

Claims 19-20 stand rejected . being indefinite for using the language "one or more 
of. "analog" and»dcriv»uve». Claims 19-20 have been withdrawn. New claims 3M9, 57- 

Claim 18 stands rejected as -containing subject matter which was not described in the 
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The — ^d-b^**-™^^^™^ 

claims arc directed lo EDG-1 and EIXJ-3. 

^ mmAm fate states "the specified »" ** 10 

TOtac *i.«M*l»>.*-»<— ly p,o^ enable, for ^= .o 

Branch)* 

provide enablement for antisense oligonucleotides in vivo, In vivo car. moan loci 
admin^onaswell^whol^odyadrnW^or.^^^^-^ 
p^boromloae onsonuclcoudes in cninvivo modo. is shown in Example » <* 

^applic^on. Ttemodelu^ 

inamymicrnice. 1, is shown in Figures UAand 1IB UratSPP induce angioma as 
evidenced by an tar*,* in vascular density and *. -TP— ° f »*" ^ 

Tne data in Figure .7 shows that «>c antisense oHgor.uc.co.ide, to EDG-1 and 
EDC3.J attenuate the SPP-induccd formation of mature ncovessels. 

ttere is precedent for successful local adnuuisttanon of attire oUgonucleoddes, 

7(11)3598-605 (2001)) reports that local treatment of a tumor with an antisens. 
^ admmistrationof the same anusense oligonucleotide prevented lymph node 
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rnicroiustastases in 47% of mice. This study shows that both local and systemic 
^stration of antisenee oligonucleotides are effective anti-cancer therapies. 

Further evidence of the in vivo effectiveness of antisense oligonucleotides is the FDA 
approval of the flat antisense drug. Vitravene or fonnvir 8C n sodium injectable is approved 
for local trealment of cytomegalovirus rctmitits in AIDS patients. 

Applicants submit that the mouse model data, cited paper and *n A approval of an 
antisensc drug support the in vivo ,se of an EDG receptor antisense oligonucleotide. One 

antisense oligonucleotide to inhibit EDG receptors in vivo without undue experimentatioTi. 

It i S believed that the foregoing amendments and remarks folly comply with ihe 
Office Action and that the claims herein should now be allowable to Applets, 
Accordingly, reconsideration and allowance is requested. 
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If there are any additional charges with respect to this Amendment or otherwise, 
please charge them to Deposit Account No. 06-1 130 maintained by Applicants' attorneys. 



Respectfully submitted, 

TIMOTHY HT.A ET AL 

CANTOR COLBURN LLP 
Applicants' Attorneys 



By: , 

Leah M. Reimer 
Registration No. 39,341 
Customer No. 23413 



Date- November 28, 2001 

Address: 55 Griffin Road South, Btaomfield, Connecticut 06002 
Telephone: (860) 286-2929 
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